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(54)Title: SPHINGOS1NE ANALOGUES 



(57) Abstract 

Novel sphingosine analogues useful as 
intermediates for the synthesis of novel lipid 
derivatives such as sphingolipid derivatives 
controlling the function of sphingolipid. The 
sphingosine analogues are represented by 
general formula (I), wherein Q l and Q 2 are 
each independently hydrogen, C, -C 4 alkyl, C 2 
-C 5 acyl or an amino-protecting gro 

isopropylidene and Q l is hydrogen or an amino-protecting group; 

hydrogen or alternatively Q< and Q 5 may be united to form a covalent bond; Q 6 is a hydroxyl-protectn 
CONH 2 , -CO-Q 7 , -CH 2 OH or -CH 2 O-Q" ; C? is a carboxyl-protecting group; and Q 1 is a hydroxyl-protecting 



HjC-cch^-ch- 



CH-CH-CH-CHj- 



X 5 



(D 



> form 



acyl or an amino-protecting group and V is hydrogen or a hydroxyl-protecting group or alternatively Q 2 and Q J are unitedto 

. ~i t-t-i : — ..«Q* and Q 5 are each independently hydroxyl, C 2 -C 5 acyl, -O-Cr 

is a hydroxyl-protecting group; X 1 is -COOH, - 
group. 
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(5 7) mm 

(? OQ 3 NCCft-Q' 

H 3 C-(CH 2 ) l2 -CH-CH-CH-CH-CH 2 -X l 0) 

it*, Q' . Q 2 . Q 3 li. Q' . Q 2 4<B L -*L<HWoT, 7k£, 
ft l - 4 ©T;i/*^lt. 2 - 5 <2 7 ->;i/*« L < <*7 ^ y 
U Q 3 *<***L<ttt KS*->;i/a6©««*»^ Xtt. Q 2 £Q 3 i 

S£f£lTo Q< . Q* B. W-»L<tt»ttoT. tFD + Wl/S, j%m&2~ 

^r*^*it. Q 6 WU bFo + wi/S©»8S«to X 1 tt. -C 
OOH. -CONH, . -C0-Q 7 . -CH 2 OHXtt-CH, 0-Q B *•» 
to Q 7 l** Q 8 tKP + ^^iOWi 



A L 
AM 
AT 
AU 
AZ 
B A 
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BE 
B F 
BG 

U 

BY 
CA 
CF 
CG 
CH 
C 1 
CM 
CN 

cu 

CY 
CZ 
DE 
DK 
EE 
ES 



TA-> ~7 

h y 7 
y t 

/< 

*7*a* 
x* hx7 



F 1 
FR 
C A 
GB 
GE 
GH 
GM 
GN 
GW 
GR 
HU 
1 D 
I E 
1 L 
I S 
I T 

kl 

KG 
KP 
KR 
KZ 
LC 
L 1 
IK 
LR 
LS 



y 4 K 
7 5^* 

?/W5?7 

a—r 

-r>K$v7 
>r * y7 

W 

*?7**y 

y t^y^^'f: 
*y ■ 7x# 



l t y sr^r 

LV 7h7V7 

K~7IB»— 

5 7* 7#*nffl 
*-y ^7 



MC 
MD 
MG 
MK 



ML 
MN 
MR 
MW 
MX 
NE 
NL 
NO 
NZ 
P L 
PT 
RO 
RU 
SD 
SE 
SG 
S I 
SK 
S L 



• v 5 — 7 > K 
#-7 >; K 

* a *>*7 j. 



sn -t^^ir t . 

SZ *J75??>K 

TD *- + -K 

TG h-f-^ 

n.-rf-*7?V7 



T J 
TM 
TR 
TT 
UA 
UC 
US 
UZ 
VN 
YLJ 
ZW 
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ma* 

*»Wtt. *rSlX7-f >=nteB®S!!j&;£8:Kt>l39-f *<> 

x7^ vrfj/vtt, TE-»ar**n*<b*«a est*, y 1 fcu 7k£-e<fc 
kic, jeicy 1 t LTi*< i aansiHia^y => ■> KisaLfcx? * 

H OH NH 2 
HjC-tCH^j-^C-CH-CH-CHp-Y' 
H 

*BmsiBi(c#4tsx7-f >im%mtt>mtL-c. mmmmnv. *bs 
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OH OH NH, 

III 
H^C-ICH^-C^-CH-CH-CH-CHPH 



£££5, ^->'J^A ( Penicilli um ) ■ 

+ *VS>f ( Candida ) , 7X^;^AX (Aspergillus 
) , >'J^|-3^X ( Cryptococcus ) , 77tf7 (Ma las 
s e z i a ) »©*aitt«C#LTtt«Stt**t«r«tt4«JB**»TKR 
1 7 8 5«*<#<ELTV'*Cit»<i^Lfco TKR1 7 

8 5 3S*<7 Wl^-RfCKW^t 4»^®lia^ffitt?r*-r ^ ^ £*J?A'fc' L/io 
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TKR 1 7 8 5 «i:(i. TE-ft5* (II) TS$nS<k6»t 
±I£TKR 1 7 8 5«£LTtt. Ti2zt (I I a) T'$kZftZ>T 

KR 1 7 8 5 -L Xtt, TIS^ (Mb) fi$n^TKR 1 7 8 5 - I I *< 

OH OH NHj R CH^H 

III I < 

H3C-(CH a ) 12 -CH-CH 3 -CH-CH-CH,-CO-NH-CH-CO.NH-CH-CH 2 OH (n) 

(S4», RiiOT(ay J XUCH(CH 3 )C 2 H 5 -r*^) 



OH OH NHj CH(CH3) 2 CH.OH 

III I I 

H 3 C.(CH 2 ) ir CH-CH 2 .CH-CH-CH 2 .CO.NH-CH-CO-NH-CH-CH 2 OH (Ila) 

(L) 



OH OH NHj CH(CH,)C, H, CH,OH 

III I I 

H 3 C-(CH 2 ) 12 -CH-CH 2 -CH-CH-CH r CO-NH-CH<CO-NH-CH-CH 2 OH (Hb) 

(L) 



*»M#«pCi. ±lc!TKR 1 7 8 5 C 9 . TIE^ ( 1 

c N :toft&«^TKR i 7 8 5&o&mzmmte*ffi»r'<bZz t&Wbfrtz 

Ltz 0 

OH OH NH 2 

H.C-CCH^^-CH-CHj-CH-CH-CH^-COOH (ni) 

tit. -tES (MI) T»3ft4ftA«*tt*fc-r*TE- 
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H 3 C-(CH J ) 12 -CH-CH-CH-CH-CH 2 -X 1 U) 



3;4>, q 1 > Q' 2 > Q 3 Q 1 > Q 3 4<l-«L<l«ttoT, **, tit* 

a**-To Q 4 . Q 5 B, H-SL<l«tt^, tFP* ; ^ 
5©7Wi/«. -O-Q 6 SL<tt****rt"aK XB* Q 4 ^:Q S 
SoT^lSft^to Q 6 tKo + >;l/S©S8S**to X 1 tt, -C 
OOH. -CONH, . -CO-Q 7 . -CH» OHXli-CH. 0-Q B 
+o Q 7 B> *iU#*£/^KO««***L, Q 8 tt* fc Ko + i/;U*D*Mi 

El 1 tt. M^MfTKR 1 7 8 5 - 1 ©*^«KiRx^^ h ;^£,T;1^-^gjT• 
&£o KNiClttft (nm) . WAitta*****'*. 

m2 \t % Zimm&mm tkr i 7 8 5 - 1 ? h/us^-rHT 

(%) , (cm") £*"fo 

H3li> 4IffittSTKR 1 7 8 5 -IO "H-NMRX^^ h/U**-j"BI 

B4B, 41SSMTKR 1 7 8 5 - I0 l3 C-NMRX^^ 1*****18 

Mitotic 8tl*t±<t^->7 hii (p pm) £** 0 
Bl 5 tt, iSffittfelRTKR l 7 8 5 - I <DH P L C ^<D»flffiB***ElT* 

tmimmsn (#) , 

H6tt, £3fgtt4JgfiTKR 1 7 B 5 - I I© 'H-NMRX^? h 
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5 

mX'hho «tt(i->r^/l/tOWK. «M»ttft*->7 bffi (ppm) ^^to 
H7I1, £affi1»HTKR 1 7 8 5 - 1 1 <?V 3 C - NMR X^< * h;l/*rS* 

ST?* So *S$aW'>^;U©*£> ««ttft*">7 hit (ppm) &*lTo 
H8 tt. MffiftWTKR 1 7 8 5 - 1 1 <D H P L C fOSUittH^^BI 

-;KBoc)S, h'J^pai /I/ (T r o c) as****? £ C 

o 

LTl±*#lwPBj£3tt-a\ flAtf, 7xtwKPac)I, Bz 1 Sf 5 
#5 = 
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31 1 Mt&® ( 1 ) T'*Sti5-bie^ din -e$t2ftz>it&mi. t Kd 
ft^«»tft:iwii. -tias din tssftsit^fttt 

fc-TSC So IK, -hlSiS (III) T£34l5<:b& ! l»{i, > 

7 ;l/i-*A (L i A 1 H, ) , I" (N a B H < ) <*ICfc 

±iesc din T«sft5ft^»ttv afcWfcEJtss-frfctK aistt«sa 
*«ffl-r*ctKj:»), ±bsc (i i n ■p«sn*ft**4 { fft*tKp + i' 

iBiC (ill) -e**ns<b^«ua«.©±E-itta ( i ) -easftafbftfcK* 

SC £jJ<T?# £o 

*&#T-eMiRrfitt Lfc«^f-«> ±EK«R**ff ? c £ K <t o 

T, IWM^lKfTK.!:^'^. A*.*** 7 5y*©««Wfc**}T 
}fc*l£tt. 7 5-/»*Boc«KJ:0««Lfc», t Kd +i/*i*7tf* 

o c*tmmK**»mzitr*biimm£'<-r*'m6i<it. 7;u 

*»M©±E-«a (i) -cmtstLHtitmoa. ±ie^ din ft? 
n«<b**«, ±K-*a (in ^^tkr i 7 8 5 a. «*w\ tk 
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R 1 7 8 5 - IX12TKR 1 7 8 5 - 1 I ZlBfcftMtZ C HZ J: *58gjfrr h C 
t!i<T-$*o WA'tf, ±§esC ( I I a) tSJnSTKR 1 7 8 5 - 1 ^KiDzK 

»«E-e»tbL, J8U*R«!:J6Kr, is*) *YMzli&WL*ir v* UT5V * 

o TKR17B5-I £±iB£Eti©*<re&fln*#»Lfc». *©** 

ftRL fMH-iVt* TIES (IV) tS$tl57? h Z. So 

t Kn*f/H08t*CB o cl«A+4Ci*<?#4. *©&> TyUrt'Jta 

7k#ft?-f seizor. _bse— flftx^. (i) r-^^tii-lb^*!)© 1 WZ&f&tz 



OH 



CO 



HjC-tCH^-CH-CHj-CH-CH-CH, 

NHj 



(IV) 



JSC ±15-8*5$ (I) Ktl>T, Q' , Q s *<»£Lfc<tG*K ± 
IBSC (III) TSJnS^tKfc^t, t«*#^Bi©IB*<r. 

«K*t«i eft** do) T'^$n^<t^ 
tttt. ±iaxC(iv) ©5? h y^^assKiciasaa^tfv y:/*iHb^*-- 

/=> »6ttfc±IESC (I V) ©tt*«UC»*K«rfrfflS*"«**«***AL 

(I) ©Q 4 IC7KKS^W'T2.'(b^«!! ; &#5C.i*<T-tSo 
±I2TKR 1 7 8 5 g, t'i&*>. TKR 1 7 8 5 - I&O'TKR 1 7 8 5 - 
I 1 «, *.=.■> "J -7 A ( Pen i c i 1 lium ) PlcjgU TKR 1 7 8 5 SB 
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Ztfr-VtZo ±fS T K R 1 7 8 5 *14>£^{C#H> C,tlZ>mWt LTte. W^tf 
»J ^ A ■ iXtf- ( Penici Ilium sp. ) TKRM85 
ft (#T. jjU;: r t K R 1 7 8 5 »j ^tfSCt^SS. 

±fBTKR 1 7 8 5ft(SH**«iti:fflU C ± lc «fc *9 

, ifSTKR 1 7 8 5 

tf*»tttt^«*»S-i3&<T*4o ««**fc»«3*lfcTKR 1 7 8 Sfltt 

_LIS-^^ ( I ) -e*$n5*l8««)X7^ >=/i/>JB*ft**tt. TKR 1 

I ) "tf*Sn*-fb^«B«i. TKR 1 7 8 5 - I £ fc*6® 

M + IH#£LT«fflWtt"C**o ±iS^ (III) r«3?n5<t*»^6TK 
R 1 7 8 5 - I Xtt*©S##*»S«£fcti. »tC^i"X^-A 1 IC 

t, §IX7>( y=flMiaiW»©^d£«cWffl-r ±15- 

(I) «C*5HT. X' *<-CH. OHt*^ 7 
■BH^^rf- KliftLfc« S K«©TB-*S (V) rtsnsftftHict 

fc. lifcftfcTE-Aftxfc (V) TSStt-Sffc^ttli. ±BB— Jtt^l (i) 
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OH OH NH — Y* 

H.C-CCHJ^-CH-CH^CH-CH-CH^CH.OH (V) 



Y 2 B> = »J X h>T;l/£ (C 1 4 : 0) , h^f^l (CI 6 : 0 

) . Xr7o>f/H (C 1 8 : 0) . (C 1 8 : 1) XU'V ? J * 

n-f (C 2 4 : 0) ^^fl§SSK7 5/^36* *"*"■> 

1 TKR 1 7 8 5 - I Rt/TKRl 7 8 5 - 1 1 g>j» 
TKR 1 7 8 5 S (FERM BP-5788) ©#|ffiJSftj^& — Sft3sP«r 1 
0 0ml (f^n^f-Xht-f ho ^x^-X0. 6 7 % (w/ 

v) . 2. 0 % (w/v) ] ^Ati/: 5 0 0 ml gcDH^75X3ic 

±Eft(*««S 12 5ml £ Aftfc 5 0 0 ml §©£ft 7 5 X 3 1 8 *CSiL 
2 5°C. 9 BP^Si^^S (Si^ZO r p m) tffofc. C^^ati 

8S&K7k£3 0 0 m 1 ftl>Lr*»«B#Lte*s pH*2 KiBSELfco ctucftB* 
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1 0 

CDpH£9 ICH&U ft»x*/l/£3 0 0 ml ia^.TWtH^ft^<T^ feo C£>}fi 
t±j&£$EMU gffi 5 2 m g*»fco :ft*^y-^0. 4ml iC^^L 
, M*#?oTh«7-f-lc(tL 2o©&f£!i#I&t>'I I*»fco *h 
^tl©®»**E»*-r*^i*-^*-TKR 1 7 8 5 - 1 ©«9»«3 1 6 mg& 
O'TKR 1 7 8 5 - 1 1 <D»IMl^mg*fifett*fc LT»fcc ttfe\ 

81:LC8A (ft*«ftSfrtt«> 

^7A;YMCpack C18 (2. 0cmx25cm) C7^fiAy-tt 

Si) 

: o. o 5% h 'J 7;i/*D^K££i;5 5% (v/v) 7-fe h- h'J;u 

/7k 

@MI/f{:ti> JMS-DX 3 0 2 iSi^i *JB^fc 

X A/** •> K) W J C-NMRX^n^ (i^f^XM^^ K*. 
ttR : M'JJ 7 c ;i/X;U^ + *> K) ©aiJtCti, J NM-A5 0 Ottiaftliat 

UV« 2 5 Offleia^fcAKtf (**»fl5/*tt«) *flH»fco 

b;u##r (KB r&) tctt, 2 7 0 - 3 0ffl*fl##jte*tt (BJtlMWrttll) 

*ffl^fc 0 75 yeffc^ L-85ooi caa:«ft3rtt«) tflHvfc. 

HKTKR 1 7 8 5 - 1 «D3ift*ttttK*a^*« 

tcJ:l9ff &n^efe»*»H««i. »»*rK:J:«FAB-MS»t^ m/z 
5 1 8 [M + H] * X'bZCt&mWLtzo #1MtfcoHT<Z> 'H-NMRX^ 

T*A*K g*Sfc3^&SCi*<*iJo/Co 'H-NMRX^* h;W*BI3lC. 1 3 C 
-NMRX^? h/l/tB4i:SLfc. *«B<Z>* * J SJfctt 
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1 1 

bMt. El fcjR'T.fc'Jfc* Ct^Wofc. *ftjt 

©KB rSl^SM*^^^ h^»J*>S*W. Tie© t t> T* o fc c 

I R (KB r) (cm" 1 ) : 34 1 0 , 2920. 2850. 1670, 15 
40, 1470. 1210. 1140, 1050, 840. 8 00. 720 o 

i *jKE»ie-r*ct^j:tj»6n^afe»*«««jtt, tkr i 7 s 5 - 1 -c 

hhZtmWi^o ttz, S3CD 'H-NMRX^^ h ;U&tfH 4 0 1 3 C - N 

mrx^? h Mz^mm^m^Ltz tzz, tkr i ns-ni^d 

TKR17 85-1£LC-10 A§*ilj&&i*^ pv 7 -gg (A# 

Kftflfrtt*!) *ffl^fc**B»E*a*#^a^ \>>f*>H - (HPLC) tciS 

CAPCELL PACK C , , ( 6 mm x 1 5 0 mm) 

SO 

: 0. 0 5 % MJ 7^*P*K***/5 0 % (v/v) T -b h ~ h U ^ 

A&K : 4 0t 
&tfcU V&g : 2 2 0 nm 

»«rO«*x TKR 1 7 8 5 - Hi. H 5 *c»-rtt«^*ffl*tl* C t*<W 6 
TKR 1 7 8 5 - 1 1 ©Hk^Wttlt*^*- 

1g##f<;:J:6F AB-MSM36T?. m/z 5 3 2 [M+H] + fftO/TKR 
1 785 — I«fcf9l 4-7X^iW§^:iWfflL/: 0 £®*Sa*k#ft¥ 
7 a y«»#fid*^fcfcC*, TKR 1 7 8 5 - IB, L-'<'J >4S»L 
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1 2 

o/^o KMftRiK*'** tkr i 7 8 5 -i <t&<h^^a<tt^o*:o 

*«K©*a«*Sttc»t-5»»ttt>. TKR 1 7 8 5 - 1 ttai^iT^*< 
Ufr-otzo %m%<0 'H-NMRX^? h;U (H6) , 13 C-NMR*^ h & 

I l*«E«l«-r*Ct»iJ:01»&tlfcaft»*»il*tt. TKR 1 7 8 5 -1 

TKRM85-I I^LC-10 AMS&&#^ * ^ h^?7 4 (fi 
»»ffiBH±H) tffl^HPLCIcJ:5»»ri:«Lfco tt*3, iSii^^ovh 
^ 7 A -o^frti, HBTKR 1 7 8 5 - 1 ^rrL^fl'&ilol-T'io^o 
##r©*S3L ±1STKR 1 7 8 5 - 1 0 8 lZ7fit&5t&&Z ft* £ i*< 

£t%0lj 1 T K R 1 7 8 5 - I bjb&l ( 1 ) P&gS 

TKR 1 7 8 5 -I (10mg> 19. 4 fi m o 1 ) JC 6 N -*K ( 6 m 1 ) 
£jta*-> 1 1 OtTl sMiUc *»T, W6tt*2N-NaOH (1 8 
ml) -C*«Lfc*, 6N-NaOH (4 ml) *iO*.T*»T I B*M«ff Lfc 
0 *»T. 2N-*»*^TKl6*©pH*B. 5 <fc Lfc«* ttEESMBLfc* 

aa^HtfH, o£*o;t. :nt^p*^ (^its omi) TiffiL/: 0 * 
PD*A/Afflfl***E«BLT, ili:SLfcft6* CI) 0*fe»**»fc 
(6. 3mg> 9 4%) o 
FAB-MS : m/ z 3 4 6 (M + H) 

»l>iJ*y^?D^ (TLC) (^pd*;^-^;-^- 

(8:3:1:1)) : R f 0. 34 

XJfcffl 2 TKR 1 7 8 5 - 1 frfrjfc&l (Jl^jji >ftg>£J& 
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1 3 

TKR1785-I (20mg, 38. 7/imol) C6 N-*£g£ (12ml 

) £*nx.> 1 l o°CT'i 9WiL/; 0 ttEftttft, U*y;i/* 

n7^77>( - (TLC) [^OD^;UA-y *y - (25:5:1 

feta*<h Ltlfc (5. 5 mg) 0 

FAB-MS :m/z 3 2 8 (M + H) 

TLC P Dd-WUA-y * y -A'-ftK-* (8:3:1:1)] :RfO 
. 6 5 

'H-NMR (DMSO-dE ) 6 (ppm) : 4. 48 (m, 1 H) , 3. 
5 5 (m, 1 H) x 3. 4 7 (m, 1 H) , 2. 7 9 (d d, 1 H) , 2. 10 
(d, 1H) , 1 . 6 7 (m, 1 H) . 1 . 5 2 (m, 1 H) , 1 . 3 3 (m, 
2H) , 1. 2 1 (s, 2 2H) x 0. 8 4 (t. 3 H) 

,3 C-NMR(DMSO-d e ) 5 (ppm) : 1 7 6. 5. 81. 8. 66 
. 7,50, U 38. 2,36. 2.31. 3,29. 1.29. 0,28. 
9.25.1.22.1,13.9 

nnm 3 it&® (i) frbfc&m (2) o&es 

4t&W) (1) (2mg. 5. 8//mol) (50//1) L 

, fiTBoc-ON (2. 2mg. 8. 7 jarao 1 ) Rtf h 'Jxf W S > ( 
E t 3 N) (1. 6 u U 11. 6jE/mo 1) ^^^.T^/tT 1 0ftPJ«»Lfc 
o EJfc«*«E»liSLfc8L 1 0%^i>lS*S«*ll0^ :n*^oa*;l/A 

(25:5:1) jgftT'HBfl&tftt Hi] -C*ttlLT*l 
Ic^L/ctt^ (2) *fcfe0*£LT»fc (lmg) . 
FAB-MS : m/z 4 4 6 (M + H) 

TLC (^DD*H-y ^y-VU-ft^ (25:5:1)3 : R f 0. 59 



ftttfl 4 (tea < 3) 



r 
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1 4 

(2mg, 6. 6 7/zmo 1) if h^t Ka77> (THF) 
(5. 5 m 1) tcigfcPU folftTmft IKfrbL i A 1 H< (5mg)*in*-fc 

;l/ (2 m 1) -x 7k (0. 5ml) > 1 N N a O H7to§& ( 0 . 5 m 1 ) *JHftiD 
*./Co 3 0»B«#«. r A/ (£ffH 0ml) ft&fcBLfcc x— r 

;i/»ft«*«BE«*LT*n-*U^k*«l (3) (2. 2m 

g) o 

FAB-MS : m/ z 3 3 2 (M+H) 
■H-NMR(500MHz. DMSO-di) 6:1. 55 (b r) s 5. 
26 (br), 4. 77 (br), 4. 37 (br), 3. 74 (br), 3. 
6 1 (b r) . 3. 5 2 (m) , 3. 0 2 (m) , 1. 7 4 (m) . 1. 6 2 ( 
m) . 1. 50 (d) , 1. 44 (m) N 1. 3 5 - 1. 2 3 (m) . 0. 84 
(t) 

mnm 5 yc&m uj <q&&l 

ik&m (3) (10. Omg. 30. 0 2 //mol) £ >-7k (1 0 

: 1 3 0 0 ^1) tC^^Lx oc-ON (1 1. 5mg, 45. 3 m 

o 1 ) &tfN. N-^-f V^o fc";U.x.f-;l/7 ;> (DIEA) (7. 9 # 1 > 4 
5. 3 ittmo 1) ^TBSBKffLfco S^SCftllif^JP^ 10 

1) »KTBHacf»tti) -C»llLT*nwTL/t<k*ft (4) 
fz ( 8 . 5 m g ) o 

F AB-MS : m/ z 4 3 2 (M + H) 

TLC (^DD*U-y '9 J -to (1 9 : 1) ] : R f 0. 2 



Xffifll 6 fe^jjjj (5) <D£f& 

(4) (6. 5mg, 15. \ umo \ ) £*£>fb/fU> (CH 2 CI 
2 ) ( 4 0 0 u 1 ) N, N-^f^T;;t'Ji;y (DMAP) ( 
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ImgKNEU (2. 5//K 18. Umo 1 ) StfMt -^f 

(TBDMS-C 1) (2. 5mg^ 16. 6 # m o 1 ) £1)U?LT£ 
6B^$#L/c 0 &JS&£TLC (^PoW-^y-^ (10 0: 
1) SS-eSBBatffflttJ] T'fitSULT* 1 lC*L*:<fc;&«0 (5) ©«Rfetttt«l* 
( 7 . 5 m g) o 
FAB-MS : m/z 5 4 6 (M + H) 

TLC (^dp*;1/A-> ^;-;Kioo : 1) ) : Rf 0. 5 

nmm 7 M&m (6) 

it&VO (5) (5. 0mg> 9. 16Mmol) ^CH 2 Ch ( 5 0 0 ^1 
) IC»J#U DMAP (Zmg) RtfBoc, O (5. 9 mg, 27. 5/imo 
1) *HdAT*»T1 8NrM«#Lfco EJB**TLC (^oW-^y 
( 2 0 0 : 1 ) *«tfRM&tfttA) LT* lic^ Lfc<k£« (6) 

©Mfetttttt*&fc (6. Omg) o 
FAB-MS :m/z747 (M + H) 

TLC (^PDtW^-^y-^ ( 2 0 0 : 1 ) ) : R f 0. 8 

<ft£«I (6) (2. 5mg, 3. 3 5/zmo 1) ICTHF-S®~7k (1:2 
: 1. 5 m 1) 'SrtDiTML-ei 7B#HHt*L^o «EEW»«, TLC (^d 
^^A-^y-yb (5 0 : 1 ) jffKTRM&OfJBaJ) T'tSSaLTSl K^Lfc 

4t£^ (7) <Dm&w\km*'&tz (i. 8mg) o 

FAB-MS : m/z 6 3 2 (M + H) 

TLC [?PD*;l/A-^y-^ (50:1)3 : R f 0. 4 

Xlkfl 9 jfc&l (8) o£g 

-ft&fed) (5. Omg. 14. 5^mol) *T*h> ( 9 0 0 /zl) I: 
SKffi U 7-t? h > V t f-yUT-b ( 1 5 0 n 1 ) StO'd 1 - > 3 ^ J ^ x;U 

*>B£ (lmg) SITHJIII«Jtl/fc« SlGfS^NE ti (1 Ofc 1 
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) -e*«Lfcflfc, «fl:»JBLrt:o iMTLC [>ot3*U-> 9 

(8:3:1) ©Til LT* Lfcft<Mfc (8) 

fc (iR«Z. 8mg, 4X^5 1%) o 
F AB-MS : m/z 3 8 6 (M + H) 

TL C P P twUA-y 9 J -;U-7k (8 : 3 : 1 ) ©TSJ : R f 0 . 4 



Xikfl i o jb£fi ( 9 ) 

it&® ( 8 ) ( 1 . 4 m g , 3 . 6 /£ m o 1 ) Sr If >j y > ( 1 0 0 m 1 ) «c» 
PL, ?kftT> MF'J^DXh^^^-^Kl. 5//L 10. 9 Mm 
o 1) £*U/U *»T. 3 0»IMB*Lfctt, IStlMflftL^ 
TLC (^DOtJH-y ^y-;l/-7k (8:3:1) <DTJI3 -tr*tS!JLT^l 
K^Lfcfl^tt (9) «r»fe»*<!: LT»/i (Kfi 1 . Omg. JRSM.2K) □ 

F AB-MS : m/z 7 3 4 (M+H) 

TLC [?PP*;l/A-y ^>-;U-7k (8:3:1) ^TH) : R f 0. 6 
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<j}5 <jj4 qq3 N(Q2)-Ql 
H 3 C-(CH2) 12 -CH-CH-CH-CH-CH2-> 
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2 TKR 1 7 8 5 - I <D&I& 

i izmLtzyjmcvt-ox&i&Ltco tftt>%. boc-nh-ch ( 

CH, OH) CH 2 OB z 1 ZtiiftmntLX, HC 1 • H 2 N-CH (CH ( 
CH> ) 2 ) - CO-NH-CH (CH> OAc) -CH 2 OBz 1 ZmMLtz 
„ CWjt^ft (3. Omg) tit&® (9) (3. Omg) to 
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§1TKR 1 7 8 5 - (3. 9mg) . cn^tiCit-atRS 

If^CiiaoTTKRl 785-1 £6fetft;fc(i: Lti/: ( 1 . 2 mg) o 

FAB-MS : m/z 5 1 8 (M + H) 

W&nfc**!Stt«. LfcTKR 1 7 8 5 - 1 

fcAte, &ffl#l£iiS#ttfr* h^5 7 -r - (HPLC) * »#r fcW L tz 
o HPLC©ftfrtiT12ic-fco/co 

CAPCELL PACK C , , ( 6 mm x 1 5 0 mm) (S±gtt 

Si!) 

: 0. 0 5 X h 'J 7yU?fD»»*t0 5 0% (v/v) 7* h~ HJ^ 

/* 

* 7 Aj&JK : 4 0 °C 
tfcfcBU VttS : 2 2 0 nm 

7/l/b**7>X (C_. albicans ) T I MM 0 1 3 6 ttlctt-fSfii 
BiJStt (ffiffl*ttl : b p (tm 7 aftK) 0 . 6 7% 

, rJOUn-x 1 *351. 5»t**-rs**) C2 0 

it/ l/6mmiW -emfeLtztZZ, W 6^tt±WHa±igtt3&<«** 

ti£oT, 4t¥£lftKJ:0fi&;rifc«lBttx TKR 1 7 8 5 — 1 «h l"I-T?£> * w 
<t^*i]^/Co .( 1 ) TKR 1 7 8 5 - 1 *&$Lthtzl6® 
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1 ) 



OH OH NH 2 
I II 

H^-CCH^.j-CH-CH^CH-CH-CHj-COOHd) Boc-NH-CH-CH 2 OBzl 



CH 2 OH 



Boc-ON,Et 3 N 
Ac 2 0, e'Jv^ 



OAc OAcNH-Boc 
I I / 

H 3 C-(CH 2 ) 12 -CH-CH 2 -CH-CH-CH 2 -COOH 



— Acp, Ws> 

<pH 2 OAc 
HChHjN.CHCR.OBz! 



CH(CH 3 ) 2 
— Boc-NH-CH-COOH, 
DCC, HOBt 



CH(CH 3 ) 2 CH 2 OAc 
HCl'HjN-CH-CONH-CH-CHpBzJ 
DIPCDI, HOAt 



OAc OAcNH-Boc <pH(CH 3 ) 2 ^H 2 OAc 

HjC-CCHjJ.^CH-CHj-CH-CH-CHj-CONH-CH-CONH-CH-CHpBzl 



H/Pd-biack 

(pAc pAc^H-Boc CH(CH 3 ) 2 <j:H 2 OAc 

HjC-CCH^.j-CH-CHj-CH-CH-O^-CONH-CH-CONH-CH-CHpH 



INNaOH/^^y-^ 



OH 



. <pH NH-Boc ; r 

HjC-CCH^^-CH-CHj-CH-CH-C^-CONH-CH-CONH-CH-C^OH 



CH(CH 3 ) 2 CH 2 OH 



TFA 



INH, 



OH OH t| 

HjC CCH^^-CH-CHj-CH-CH-CH. CONH.CH-CONH-CH-CHpH (TKR 1 785- 1 ) 



CH(CH 3 ) 2 CH 2 OH 



&mx_mm (mm 
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<^ (jT OQ 3 N(Q*)-Q' 
HC-CC^^-CH-CH-CH-CH-CH^-X 1 ft) 



5^ Q' , Q\ Q 3 It Q' > Q z a<|p]-£L< liSti^tx ?K3S. 
ft 1 -4©7;u*^S. 1^^14 2- 5 <D7 >;l/g£L < tt7 S ;I^«IS*S 
U Q 3 *<**£L< (it Kn*->^*©tt«*****v Xtt. Q 2 £Q 3 <h 

-*T 4 v^d t'Ur>S^L, Q' #***L<«i7 
S^S-To Q 4 \ Q 5 ii. H-«L< lil'^T^ tKo*-»H6. «*» 2 ~ 
5©7v/^ -O-Q 6 *L<(i7K**a+*^ Q 4 tQ h t&-mz 

tS-oT&^m&Z&i-o Q 6 «i. t Ka + ^yUJtCftM**^ X 1 ii. -C 
OOH, -CONH 2 . -CO-Q 7 . -CH* OHXte-CH z O-Q 8 
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